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1 . Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

| | the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1 (b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 

| | contained in the international application in written form. 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 



□ 
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the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 



2. 
3. 



[X] Certain claims were found unsearchable (See Box I). 
| | Unity of invention is lacking (see Box II). 



4. With regard to the title, 

PH the text is approved as submitted by the applicant. 

| | the text has been established by this Authority to read as follows: 



With regard to the abstract, 

1"X~| the text is approved as submitted by the applicant. 

I I the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
1 — 1 within one month from the date of mailing of this international search report, submit comments to this Authority. 

The figure of the drawings to be published with the abstract is Figure No. :== 



I I as suggested by the applicant. [~| None of the figures. 

| | because the applicant failed to suggest a figure. 

| | because this figure better characterizes the invention. 
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□ 
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because they relate to subject matter not required to be searched by this Authority, namely: 

see FURTHER INFORMATION sheet PCT/ISA/210 



Claims Nos.: 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 



3. | | Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



1 • I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
1 1 searchable claims. 



2. 1 1 As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
' 1 covers only those claims for which fees were paid, specifically claims Nos.: 
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No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 
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| | No protest accompanied the payment of additional search fees. 
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Anmelde-Nr.: AA 

Application no.: 99 926 1 50.6 



Oemande n*: 



The examination is being carried out on the following application documents: 



Text for the Contracting States: 

AT BE CH LI CY DE DK ES Fl FR GB GR IE IT LU MC NL PT SE 



Description, pages: 
1-48 



as published 



Claims, No.: 
1-30 



as received on 



28.02.2000 with letter of 



28.02.2000 



1 AMENDMENTS (Article 123(2) EPC) 

1 .1 The incorporation of the subject-matter of some dependent claims from the set filed 
on 03.06.1998 (original set) into claims filed on 02.03.2000 (new set) as optional 
features gives rise to a high number of new specific combinations of features that do 
not appear to be disclosed as such in the original document. 

1.1.1 For example, independent claim 1 in the new set incorporates the subject-matter 
of claims 3, 14 and 22 of the original set. In the same manner, claim 3 in the new 
set incorporates the subject-matter of claims 3, 5 and 15 of the original set. 
Therefore, all claims in the new set dependent on claim 1 or on claim 3, directly 
or indirectly, include new specific combinations of features. 

1 .1 .2 Further examples are found in claims 5-8 of the new set. The dependency of these 
claims does not seem to correspond to the dependency of equivalent claims in the 
original set, giving rise to specific new combinations of features. 

1 .2 Therefore, at least some of the amendments seem not to be supported in the 
application as filed, and are not allowable under Article 1 23(2) EPC. If the applicant 
can however prove the contrary, he is requested to indicate the passages of the 
application as filed on which these amendments are based, specially for the new 
combinations of features generated by the new claim structure. It would be 
appropriate to submit these indications in handwritten form on a copy of the relevant 
parts of the application as filed. 
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2 

2.1 

/ ■ 



In order to accelerate the granting process, the new set of claims (02.03.200) was 
used as the basis for examination. However, the conclusions reached in this 



requirements of Article 123(2) are met. 
CITED DOCUMENTS 

The following documents (D) are referred to in this communication; the numbering 
will be adhered to in the rest of the procedure: 

D1: OIKAWA ET AL: 'EXPRESSION OF GONADOTROPIN-RELEASING 
HORMONE AND PROTHYMOSIN-ALPHA MESSENGER RIBONUCLEIC 
ACID IN THE OVARY' ENDOCRINOLOGY, vol. 127, no. 5 (1990) 

D2: US-A-5 248 591 (PUENTE FERNANDO D) 28 September 1993 

The following documents (D) are cited by the examiner (see the Guidelines, C-VI, 
8.9). Copies of the documents are annexed to the communication and the 
numbering will be adhered to in the rest of the procedure: 

D3: GIUDICE ET AL: "STATUS OF CURRENT RESEARCH ON 

ENDOMETRIOSIS" J REPROD MED, vol. 43, pages 252-262 (March 1998) 

D4: SBURLATI ET AL: "PROTHYMOSIN ALPHA ANTISENSE OLIGOMERS 
INHIBIT MYELOMA CELL DIVISION", PROC. NAT. ACAD. SCI. USA, vol. 
88, no. 1, pages 253 to 257 (January 1991). 

D5: MEDLINE (Abstract, PMID 9185507): BRUNER ET AL: "SUPPRESSION 
OF MATRIX METALLOPROTEINASES INHIBITS ESTABLISHMENT OF 
ECTOPIC LESIONS BY HUMAN ENDOMETRIUM IN NUDE MICE", J. CLIN. 
INVEST, vol. 99, no. 12, pages 2851-2857 (15 June 1997) 



communication can only be maintained if the Applicant can prove that the 
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3 

3.1 
4 

4.1 



5 

5.1 
5.1.1 

/ 



EXCLUSIONS FROM PATENTABILITY (Article 52 EPC) 

The methods of claims 17-21 are to be practised in vivo on the human or animal 
body, and therefore not susceptible of industrial application. These methods are 
not patentable inventions according to Article 52(4) EPC. 

NOVELTY (Art. 54 EPC) 

The subject-matter of claims 15,16 and 30 is not new in view of D1 , describing a 
radioactively labelled cRNA probe that specifically binds a 462 bp segment of 
prothymosin alpha RNA (cf. page 2352, column 1). The "instructions" to use a 
prothymosin probe in the diagnosis of endometriosis are not components of a 
technical character, and therefore, they are not considered as a technical feature 
of the product with regard to Article 54 EPC. 

INVENTIVE STEP (Art. 56 EPC) 



Document D3 is considered to represent the most relevant state of the art. It 
discloses that, although endometriosis is not a malignant disorder, it exhibits 
features characteristic of proliferative diseases, like cellular proliferation, cellular 
invasion and neoangiogenesis (cf. Abstract). The ectopic endometrial tissue must 
proliferate and establish a blood supply in order to implant and develop (cf. page 
252, column 2, lines 19-22). D3 also discloses that the peritoneal fluid from women 
with endometriosis has mitogenic activities (cf. page 257, column 2, lines 38-40) 
due to its increased content in EGF, IGF, PDGF and other growth factors with 
shown effects in the proliferation of endometrial cells (cf. page 258, column 1 , line 
16, to page 259, column 1 , line 5; Table III). The teaching of D3 on the etiology of 
endometriosis confirms the need for new reliable diagnostic methods. 

The subject-matter of claim 1 differs from prior art in the use of prothymosin 
overexpression as a diagnostic marker for endometriosis. 



EPO Form 2906 01.91CSX 



Bescheld/Protokoll (Anlage) Communication/Minutes (Annex) Notification/Proce s-verbal (Annexe) 

Datum _ J . _ ^ _ ^ ^ Btatl . Anmelde-Nr.: ^ _ _ 

Date 31.10.2001 Sheet 4 Application No.: 99 926 150.6 

Date Feuille Demande n°: 



5.1.3 The problem to be solved by the present invention may therefore be regarded as 
providing a method for the diagnosis of endometriosis. The proposed solution is 
to use prothymosin as a marker in the analysis of endometriotic samples, based 
on the fact that endometriotic tissue overexpresses prothymosin. 

5.1 .4 This solution cannot however be considered as involving an inventive step in view 
of D2, which discloses a method of diagnosis of cancer and other proliferative 
disorders based on the expression levels of prothymosin alpha (cf. column 1 , lines 
51-55). The implication of prothymosin alpha in cell proliferation is well known in 
the field, and document D2 describes that prothymosin alpha levels in tumor 
samples from breast cancer are higher than the levels found in adjacent normal 
breast tissue samples (cf. column 2, lines 33-35). A method of estimating the risk 
of recurrence or metastasis of breast cancer is also claimed in D2. This method 
comprises the steps of measuring the prothymosin alpha levels in a tumor sample, 
and comparing the measured amount with a control sample, wherein a high 
amount of prothymosin indicates a high risk of recurrence or metastasis (cf. claim 
1). 

5.1 .5 In view of the above, the skilled person would be prompted to use prothymosin as 
a marker in the analysis of endometriotic samples with a high expectation of 
success. Therefore, the method of claim 1 does not involve an inventive step in 
the sense of Article 56 EPC. 

5.1 .6 Dependent claims 2-13 do not appear to contain any additional features which, in 
combination with the features of any claim to which they refer, involve an inventive 
step because they describe standard laboratory methods of detecting the product 
of a gene, be it mRNA or protein. A person skilled in the art would regard it a 
normal experimental design procedure to choose or combine the known 
techniques and tools at the time of the invention in order to solve the problem 
posed. 

5.2 The method of claim 14 is essentially the same as the method of claim 1, the 
difference being the sample to be used as a control, normal endometrial tissue, 
or the endometrial tissue of the same patient in an earlier time. However, the 
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skilled person would regard as a normal option to compare the prothymosin 
amounts of the same subject at two different times, instead of comparing it to a 
control sample, in order to obtain a diagnostic indication of the progression of 
endometriosis in this subject. Therefore, the subject-matter of claim 14 is not 
inventive in the sense of Article 56 EPC. 

5.3 Claim 22: 

5.3.1 D4 is considered to represent the most relevant state of the art, and discloses the 
use of four different compounds (antisense oligonucleotides) for the inhibition of 
prothymosin alpha expression in myeloma cells (cf. page 253, column ,1, 
paragraph 3; page 256, paragraph 2). Though with a different purpose, this study 
can implicitly be considered as a screening for compounds blocking the activity of 
prothymosin. 

5.3.2 The subject-matter of claim 22 differs in that the cells to be used are endometrial 
cells instead of myeloma cells. 

5.3.3 The problem to be solved by the present invention may be regarded therefore as 
providing an alternative cell system for screening. 

5.3.4 The proposed solution cannot however be considered as involving an inventive 
step over D4 because the skilled person would regard it a normal experimental 
design option to use any kind of endometrial cells instead of myeloma cells in 
order to solve the problem posed. 

5.3.5 Dependent claim 23 does not contain any additional features which, in 
combination with the features of claim 22, involve an inventive step, because the 
use of nude mice as recipients for human endometriotic tissue in the study of 
endometriosis has been previously disclosed (cf. D5, Abstract), and a person 
skilled in the art would regard it as an experimental design option. 

5.4 The subject-matter of claims 24-29 is not considered to involve an inventive step 
over prior art. The relation between prothymosin overexpression and 
endometriosis as a proliferative disease is not considered inventive (see above), 
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6.1 

7 

6.2 



7 

7.1 



and therefore, the use of a compound decreasing the activity of prothymosin as 
a therapeutic agent is considered obvious. 

In view of the above, the present application does not meet the requirements of 
Article 52(1) EPC, because the subject-matter of claims 1-16 and 22-30 does not 
involve an inventive step in the sense of Article 56 EPC. 



CLARITY (Art. 84 EPC) 

Claims 24-29 are not supported by the description as required by Article 84 EPC. 
Their scope is broader than justified by the description and drawings because no 
evidence of the use of compounds decreasing the activity of prothymosin in the 
treatment of endometriosis is shown in the description. 

The term "prothymosin" in claims 1-30 and description is not common use in the 
field. The name used in the literature and sequence databases is "prothymosin 
alpha". If they refer to the same gene, the applicant is invited to provide evidence 
in support of this fact. If they do not, claims should include a reference to the 
definition of "prothymosirV' in terms of SEQ ID NO:1 and/or 2, at least in the first 
independent claim. 

CONCLUSIONS 

The applicant is invited to provide his arguments. Although it is not at present 
apparent which part of the application could serve as a basis for a new, allowable 
claim, if the applicant regards some particular matter as patentable, an 
independent claim including such matter should be filed taking account of Ruie 
29(1) EPC, The applicant should also indicate in the letter of reply the difference 
of the subject-matter of the new claim vis-a-vis the state of the art and the 
significance thereof. 

If filing amended claims the applicant should at the same time bring the description 
into conformity with the amended claims. Care should be taken during revision, 
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especially of the introductory portion and any statements of problem or advantage, 
not to add subject-matter which extends beyond the content of the application as 
originally filed (Article 123(2) EPC). : 

In order to facilitate the examination of the conformity of the amended application 
with the requirements of Article 123(2) EPC, the applicant is requested to clearly 
identify the amendments carried out, and to indicate the passages of the appli- 
cation as filed on which these amendments are based. If the applicant regards it 
as appropriate these indications could be submitted in handwritten form on a copy 
of the relevant parts of the application as filed. 

To meet the requirements of Rule 27(1 )(b) EPC, documents D1-D5 should be 
identified in the description and the relevant background art disclosed therein 
should be briefly discussed. 
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